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Relative Stability of Major Types of -Turns as a Function of Amino Acid
Composition: A Study Based on Ab Initio Energetic and Natural Abundance
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Abstract: Folding properties of small
globular proteins are determined by
their amino acid sequence (primary
structure). This holds both for local
(secondary structure) and for global
conformational features of linear poly-
peptides and proteins composed from
natural amino acid derivatives. It thus
provides the rational basis of structure
prediction algorithms. The shortest sec-
ondary structure element, the A-turn,
most typically adopts either a type I or a

acid composition. Herein we investigate
the sequence-dependent folding stabil-
ity of both major types of S-turns using
simple dipeptide models (-Xxx-Yyy-).
Gas-phase ab initio properties of 16
carefully selected and suitably protected
dipeptide models (for example Val-Ser,
Ala-Gly, Ser-Ser) were studied. For each
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backbone fold most probable side-chain
conformers were considered. Fully opti-
mized 3-21G RHF molecular structures
were employed in medium level
[B3LYP/6-311++G(d,p)//RHF/3-21G]
energy calculations to estimate relative
populations of the different backbone
conformers. Our results show that the
preference for S-turn forms as calculat-
ed by quantum mechanics and observed
in X-ray determined proteins correlates
significantly.

type II form, depending on the amino

Introduction

Studies revealing correlations between conformation and
molecular function of the different building units of peptides
and proteins have been in the frontier of chemistry and
biochemistry. Secondary structural elements can either be
composed of homo- or hetero- as well as of repetitive or
nonrepetitive conformational subunits. In a homo-conformer
the appropriate backbone dihedral value of residue i is close
to that of (i —1) or (i +1), for example, |£()) —&(E£1)|<15°
(§=¢ or ). On the other hand, in hetero-conformers the
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same parameters are distinctly different between neighboring
residues. a- and 3;,-helices, S-pleated sheets, and collagen or
poly-proline II structures are made of typical homo-confor-
mational subunits. The S-turn is the shortest secondary
structural element of globular proteins, containing two central
amino acid residues, i+ 1 and i + 2, embedded in a tetrapep-
tide sequence unit, labeled from i to i + 3. In several types of
pB-turns the adjacent values of ¢ and y are significantly
different. Thus, B-turns can be typical secondary structural
elements of proteins composed from hetero or nonrepetitive
conformational building units, |§(i) —&(+1)|>30° where
E=¢ or . A good example is that of a type I S-turn with
d) (l + 1)lype n~- 6003 Y (l + 1)type n~ 12007 ¢ (l + 2)Iype n~ 80°
and 9 (i+2)ype 1~ 0° backbone parameters, where ¢ (i+1)
differs from ¢(i+2) by 140° and v (i+1) from vy (i+2) by
120°.

B-Turns are involved in the reversal of the main chain (e.g.
f-sheet — f-turn — 3-sheet motif), thus they directly influence
the proper fold of the macromolecule. Sequences adopting a
p-turn structure can be the target of several post-translational
modifications (glycosylation, phosphorylation) or immune
recognition. Furthermore, S-turns may have an important role
in the unfolding-refolding process of proteins; the f-turn
structure can be retained, even in a partially unfolded or in a
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molten globule state. Thus, turns could have a key role in
structure restoration of proteins. The hundreds of experimen-
tal and theoretical studies associated with S-turns in the last
thirty years show that although it is the shortest and simplest
secondary structural element of proteins it is of great
importance.!'-?]

Different forms of S-turns (Table 1) are most commonly
distinguished: T, T, 1L, IT, III, IIT, VIa, VIb and VIILX In
globular proteins the different types of S-turns exhibit very
different natural abundances.>”!

Table 1. Selected conformational parameters of S-turns.

Dihedral angles [°]

Type of -turns

¢i+l w:url d)iAz 1/"142

I —60 -30 -90 0
I 60 30 90 0
11 —60 120 80 0
g 60 —120 —80 0
111 —60 -30 —60 -30
Ir 60 30 60 30
v types I-III" turns with two or more

torsional angles deviating more
than 40° form the ideal values of Venkatachalam

A% - 80 80 80 - 80
\'% 80 - 80 —80 80
Via cis X-Pro bond, where X is residue i + 1
VII ¢, ~ 180, [ 3] <60
or
| 1< 60, $3~180
VIII - 60 -30 —120 120

Abstract in Hungarian: A feherjeket felepito aminosavak
szekvencidlis sorrendje meghatdrozza az egesz molekula
konformdcios tulajdonsdgdt. Mindez egyarant igaz az alfa
aminosavakbol felepiilo linedris peptidek illetve feherjek
madsodlagos s harmadlagos szerkezeti elemeire, ami meg-
teremti a szerkezetbecslo eljdardsok raciondlis alapjat. A f5-
kanyar szerkezet a feherjek legrovidebb mdsodlagos szerkezeti
eleme, mely leggyakrabban I vagy II formadt olt. Ez a szerkezeti
kiilonbseg a felepité aminosavak tipusdaban, illetve azok
sorrendjeben  rejlik.  Cikkiink  egyszeru, -Xxx-Yyy-
aminosavdsszetetelii f-kanyar szerkezetek stabilitdsat vizsgdl-
ja, a kordbban emlitett ket fotipus eseteben, az aminosav-
szekvencia fiiggvenyekent. Tizenhat gondosan kivdlasztott
osszetetelii dipeptid (pl. Val-Ser, Ala-Gly, Ser-Ser) gdzfazisu
ab initio tulajdonsdgait tanulmdnyoztuk. Az dsszes valoszinii
oldallanc-terdlldst figyelembe vettiik minden egyes eltero Osz-
szetetelli €s gerinckonformdcioju szerkezet eseteben. A
kiilonbozé konformerek relativ gyakorisagat, RHF 3-21G
elmeleti szinten optimdlt szerkezetekhez tartozo, kozepes
szintii [B3LYP/6-311++G(d,p)//RHF/3-21G] energiaszdmitd-
sokra alapoztuk. Eredmenyeink azt mutatjak, hogy a B-kanyar
szerkezetek konformdciotipusainak relativ stabilitdsa a szdmi-
tott kvantumkemiai modellrendszeren beliil, illetve ugyanezen
szerkezeti elemek relativ gyakorisdga feherjekben (rontgen-
krisztallogrdfiai adatokra tamaszkodva) szignifikdns korreld-
ciot mutat.
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Type I1I turns, as part of 3,y-helices, are likely to be the most
frequently observed hairpin structure. Type I is the second
and type II is the third most abundant form of S-turn in
globular proteins. The ideal forms of type I and III S-turns
differ form each other only by some 30 degrees of torsional
angles ¢ (i +2) and v (i + 2), respectively. Therefore, they are
often not distinguished from each other and are labeled as
type I(IIT) S-turns. Thus, when the type preference of S-turns
is investigated as a function of their amino acid sequence,
most commonly only the ratio of type I(III) to type II is
determined.>7 81 The above-mentioned three forms of S-turns
(I, I, and III) constitute more than 95% of all S-turns
assigned in proteins.”! The conformational mirror image
structures of the major types of S-turns (type I, type II', and
type III") and additional forms of J-turns, containing for
example a cis amide bond (type VI S-turn), have low natural
abundance in proteins.

When removed form their natural environment and inves-
tigated in the form of a peptide in solution, amino acid
sequences that form typical secondary structural elements in
proteins unfold and often adopt multiple conformers with
little or no resemblance to their original conformation.
Furthermore, these equilibrium structures are in fast ex-
change, making analyzes at the atomic level complicated.
Removed from their natural environment -turns may show
atypical and unexpected conformational features. Nowadays,
studying the conformational properties of secondary struc-
tural elements, especially turns, by simply using synthetic
linear peptides of natural amino acid residues is less common.
Several laboratories have made significant contributions by
using model systems of restricted motion (e.g. cyclic or
bridged peptides).’'? Performing IR and NMR studies of
these model peptides with computational work at different
level of theory has revealed important scientific details.['>-¢]
Based on primary sequence information, a lot is known about
where to locate S-turns in proteins and how to predict their
most probable form. However, some issues are still not yet
fully revealed. For example, the role of the amino acid side
chains in the residues that make up a S-turn is not understood
in full detail. Furthermore, it is not fully clear to what extent
the adjacent or spatially close residues of a -turn are involved
in the fine-tuning of the secondary structure. What are the
explicit effects of the solvent and the molecular environment
in stabilizing S-turn structures ? Do f-turns form similarly in a
hydrophobic region as on the surface of a protein, where it is
hydrated ? For many reasons, the solution-state conformation
analysis of linear di-, tri-, and tetrapeptides
was only of limited success.'> '8! In addition to spectros-
copy, more and more accurate theoretical calculations and
conformation-dependent stability studies now offer an
alternative scientific approach when such questions are
addressed.

From the early study of Vancatachalam[']l to the recent
book of Sapsel®! theoretical publications have investigated
different aspects of [-turns. The computing power of the
seventies and eighties made possible the determination of
structures of shorter peptides (e.g. S-turns) by means of
molecular mechanic (MM) and semiempirical techniques.?!
Since the early nineties more and more ab initio studies on
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turns have been published.?>?”) In one of the first ab initio
studies of B-turns -Gly-Gly-? and -Ala-Ala-**! model se-
quences were computed at the 3-21G RHF level of theory.
The geometries of three hairpin-forming dipeptides (N- and
C-unprotected H-Pro-Ala-OH, H-Pro-p-Ala-OH, and H-Pro-
Gly-OH) were also computed at the 6-31G RHF level, at
which a cis peptide bond was also considered.’] Mohle
et al.® conducted a systematic study, in which Aib (a-
aminoisobutyric acid), in addition to three natural alpha
amino acids (Ala, Gly and Pro), was incorporated into specific
locations of the model peptide. They found that the -Ala-
Gly- sequence prefers type I while -Gly-Gly- favors type II
hairpin conformers, which agrees with most common expect-
ations and with results of sequence predictions based on
proteins. The relative stabilities of some of these hairpin
conformers (e.g. -Ala-Ala-) with other key structures were
also computed at the MP2 level of theory?3% in order to
explore the effect of electron correlation. The comprehensive
analysis of inverse y-turn (y.) and extended (3,) backbone
conformers revealed a rather similar conclusion.? 3! The
pair-wise comparison of the geometric properties computed
at RHF/6-31G(d) and RHF/3-21G levels of theory revealed
that backbone torsional values are similar for the different
turns. !

The clear advantage of any computational method is that all
minima on the potential energy surface can be determined, or
in other words all relevant structures, even those with
exceptionally short lifetimes, can be investigated. For the
investigation of conformational libraries, composed of inher-
ently flexible molecules, in which several conformers have low
stability (very short lifetimes) a computational approach
seems adequate. The first conformational library of this kind
determined, which contained the ab initio structures of the
For-L-Ala-L-Ala-NH, model system, had 49 elements, all with
different backbone folds.’] It was subsequently recalculated
by Yu etal?l and was completed with two additional
conformers. The comprehensive analysis of these 51 struc-
tures revealed that more than 60 % of these structures could
be classified as [-turns using the previously established
selection criteria of 7- and d-values.”®! The value of the
“virtual” dihedral angle 7 (—180<t{C*(i)—C*«(i+1)—
C*(i+2) — C*(i+3)} <+180°) measures the openness of a
backbone fold, while d is the distance between the a-carbons
(or their substituent) in residues i and (i + 3). Structures with
|7]<90° and with d (C*(i) — C*(i+3)) <7 A can be classified
as B-turns. Note that most “classical” forms of S-turns (e.g.
types I, II, and III) have 7 values close to zero with a relatively
short d value. Conformers with 7 larger than 90° or with d
greater than 7 A are found to be partially or fully extended
molecular structures.?* 21 Although the comprehensive analy-
sis of this conformational library revealed several types
of [-turn conformers of For-L-Ala-L-Ala-NH,, the type
I(IIT) and type II B-turns are the most stable and therefore
the most important ones. To understand the effect of
side-chain-induced backbone stability on S-turns we have
decided to perform systematic ab inito calculations of
these two basic turn conformers (type I(III) and type II)
for model systems having more complex side chains than
alanine.
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Scope

The purpose of this paper is to compute and compare
geometric and energetic properties of suitably selected sets
of f-turn models obtained from calculations and from
experimental data. Four simple amino acid residues (Gly,

Ala, Val, and Ser), which can form both type I and type II -

turns, were employed. The above four amino acid residues

were selected based on the following well-known principles of

“residue preference” of f-turns:

1) hydrophobic residues (e.g. Pro, Ala, and Val) are suitable
for the (i+1) position of both type I(III) and type II S-
turns,?2

2) at the (i+2) position of a typeIl [-turn glycine is
experimentally observed in proteins at least four times as
often as any other amino acid residue, and

3) short and polar side chains (e.g. Ser, Asp, Asn) are
preferred at the (i +2) position of a type I S-turn.

Using Gly, Ala, Val, and Ser 16, different For-L-Xxx-L-Yyy-

NH, type triamides can be constructed, positioning all four

amino acid residues at both the (i + 1) and (i 4 2) positions of

the S-turn structure.

Both type I and type II 5-turns (Table 1) were computed for
all 16 models. Unlike for glycine and alanine, the backbone
torsional angles of all other amino acid residues are influ-
enced by the relative orientation of the side chain. For
example, in any backbone conformers, as many as nine
different side-chain orientations are expected for serine and
three for valine residues, this results in a total of 27 different
side-chain rotamers. The ensemble of these conformers after
optimization at a given level of theory is called the conforma-
tional library of the model peptide associated with a particular
backbone structure. Our present goal was to determine as
many side-chain conformers as possible for each of the above
mentioned 16 peptide models, in which both type I and type II
[-turn backbone structures were considered. Thus, a total of
32 ab initio conformational libraries were computed and
analyzed.

From previously published data*-"! we selected the con-
formational building units needed to compose either type I
(a01) or typell (epap or y,ap) p-turn structures. The
shorthand notations (-a, 0, -, -€ ap-, OT -y ap- etc.) introduced
earlier for dipeptides®! will be briefly explained below. We
have foundP* that even single-point calculations can provide
high-quality relative energies employing RHF/3-21G geo-
metries. In the case of §-turn conformational subunits (ay , Oy,
and y; ) both ab initio and DFT (B3LYP) single point energies
(e.g. AE(B3LYP/6-3114++G**//RHF/3-21G)) show high cor-
relation with energies obtained by optimization (e.g. AE
(B3LYP/6-311++G**)). The R? value of the For-L-Val-NH,
model is similarly high (0.9941). For both types of molecule,
the correlation coefficient is significantly lower when RHF/3-
21G energies are compared with B3LYP/6-311++G** values
(e-g. R%orrvanm, =0.7214 when AE(B3LYP/6-311++4G*¥)
and AE (RHF/3-21G) are correlated.)

Therefore, the following computational scheme was used
for the calculations of -turn conformational libraries:

1) optimization of all structures at the RHF/3-21G level of
theory, and
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2) calculation of higher level single point computations by

using the B3LYP/6-311++G**//RHF/3-21G level of theory.
At present, this protocol seems to provide the best compro-
mise between the opposing requirements of economy (man-
ageable computer time) and accuracy (reliable results). This
was the only strategy that seemed feasible and detailed
enough to result in useful structural and adequate stability
data for as many as 32 conformational libraries incorporating
far more than 150 conformers of diaminoacid triamides.

Methods

Nomenclature for backbone and for side-chain conformers:
the Ramachandran map E=E(¢,))) can be divided into
conformational regions, also called catchment regions, in
many ways. For the torsional angle pair ¢ and 1, multidimen-
sional conformational analysis (MDCA) predicts nine catch-
ment regions, as depicted in Figure 1 using the g*, a, g~
terminology (Figure 1A) or the “shorthand” notation sug-
gested earlier for protein conformational building units.*4

Following the ITUPAC-IUB recommendations, the gauche*
(g"), anti (a), and gauche~ (g~) descriptors were used for
notation of the conformers. In order to simplify this four
character (e.g. g *g ") notation to a two character symbol (e.g.
ap), a shorthand notation for the typical main chain folds was
introduced in the early 1900s:* oy =(g~,g7), ap=(g*.g"),
BL=(a.a), y.=(8".8"), rp=(8"8), 0L=(a.8"),0p=(ag"),
e.=(g,a), and ep = (g *,a) (Figure 1 C). An alternative short-
hand notation for the same type of minima was introduced by
Karplus.?! If two amino acids form the model system, -Xxx-
Yyy-, the backbone conformation “code” is composed of the
variation of the code associated with the first and the second
residue, resulting in a total of 81 possible structures (y vy,
BLyL, 010L, etc.). The shorthand notation for the backbone
fold of a type I B-turn is o, 6, , while that of a type II f-turn is
primarily & ap. In the present study of over 200 S-turn
conformers, a total of 32 libraries were investigated, all
associated with either a type I or type II -turn backbone fold.

For alanine no side-chain conformation needs to be
specified. In valine, which contains two geminal C” carbons
(C7, and C7g) with a proton (HP) attached to C%, three distinct
y1 rotamers are expected, labeled as 60, 180, or 300°. In
contrast, two torsional angles, y; and y,, are present in the case
of serine; thus a total of nine rotamers are expected. For all
side-chain rotamers the variation of gauche* (g*), anti (a), and
gauche - (g ~) nomenclature is used, also abbreviated as +, a,
and —.

Ab initio computations: Both RHF/3-21G geometry optimi-
zations and B3LYP/6-311++G**//RHF/3-21G type single-
point calculations were performed with the program package
Gaussian 98.°1 As mentioned above, both type I (a;6;) and
type II (e ap or yLap) B-turn conformers were computed in
the present study. The ¢ ap backbone orientation is a type II
p-turn, as predicted by Vancatachalam,[] with a ten-mem-
bered hydrogen bond. However, the y; ap conformation also
shows strong resemblance to a type I S-turn, but with a
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Figure 1. A) The ideal location of the nine basic backbone structures on an
E=F (¢, y) surface, labeled according to the IUPAC-IUB guidance.
B) The shorthand notation for the same type of minima used in some other
laboratories. C) The abbreviation applied in this paper for the above nine
typical backbone conformers using descriptors (ay , &, ¥, etc.) incorporat-
ing most traditional elements of peptide chemistry nomenclature intro-
duced previously (For amino acid residues of L-enantiomeric form basic
conformers are more frequent among the set of “L-type structures” than
those from the p-“valley”).¥! To describe the backbone fold of dipeptide -
Xxx-Yyy- any variation of the above nine basic conformers of both Xxx and
Yyy is possible, resulting in a maximum of 9> =81 ideal structures.

seven-membered hydrogen bond. Although ¢ ap was always
our first choice, occasionally both forms of type II S-turn were
considered. Table 2 contains conformational properties found
for the side-chain orientations of For-L-Xxx-NH, models at
the RHF/3-21G level of theory associated with any of the
following backbone structures: a,, d;, ap, and y; (Table 2).
None of these amino acid diamides adopt the & (poly-
proline IT) backbone conformation; thus, ¢ = —60° and y =
120° initial values were used. First, the above-mentioned
different types of side-chain orientations (Table 2) were used
to construct input conformers. For example, in the case of the
type I B-turn (a.0;) of the -Ser-Val- model, a total of six
structures were expected: three from the different side-chain
orientation of Ser having an ¢; and two from Val having a J, -
type subconformation (Table 2). Second, for completeness all
additional possible structures (Table 3) were optimized at the
RHF/3-21G level, both for type I and type II S-turns. Thus,
one may anticipate the existence of certain conformers in
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Table 2. Geometric properties of conformational building units of Gly, Ala, Ser and Val amino acid residues in a For-L-Xxx-NH, model system required for

type I (a 0y) and for type II (e ap or ypap) S-turns.

Conformational building units both for type I and type II S-turns

Xxx ar oL ap YL
Gly no such minima 1 ¢=—126° no such minima 1 ¢=—84°
p=26° »=68°
Ala no such minima 1 ¢ =—128° 1 ¢ =64° 1 ¢ =—84°
p=30° 1y =33° P =68°
Serl? 3 ¢ =—68 (57 4 ¢ =—132° (14°) 4 ¢ =57°(7°) 6 ¢=—82° (4°)
(a.a) y=-30"(11°) (=.-) p =30 (7°) (+.+) Y =42°(9) (=) p =067 (6")
(—.a) (+.) (a,+) (-
(7s7) (7wa) (*,Ll) (7w+)
(asi) (a’i) (a77)
(a,+)
(+ ’ Jr )
Vali3!l no such minima 2 ¢=—131°(8%) 3 ¢ =53°(7°) 3 ¢=-386°(1°)
(=) P=32°(5) =) P=43"(2°) =) Y=67"(4°)
(+) (a) (a)
(+) (+)

[a] Both for %! and for 2 the — (g~), a (anti) and + (g™) orientations are considered. [b] Average backbone values with standard deviations. [c] Only side-

chain torsion y' is considered.

Table 3. Number of input structures and optimized conformers (in paren-
thesis) at the RHF/3-21G level of theory both for type I(III) and type 1I -
turn conformers.

Type I(III):  Gly*(1) Ala (1) Ser (9) Val (3)

I+ 1)/(i+2)

bb. =a; 0.

Gly (1)l 1 (1) 1(1) 9(5) 3(3)

Ala (1) 1(1) 1(1) 9(5) 3(3)

Ser (9) 9(7) 9(7) 25 (24) 27 (17)

Val (3) 3(3) 3(3) 19 (15) 909

Type II: Gly(1) Ala (1) Ser (9) Val (3)

@+ 1)/i+2)

bb.=¢ ap

Gly (1) 1400+ 1+0(1+0) 5+03B+2) 3+0(3+0)
Ala (1) 1+0(0+1) 140(1+0) 5+0(5+0) 3+0(2+1)
Ser (9) 94+0(145) 3+0(0+3) 18+8(15+9) 9+2(7+2)
Val (3) 340 (241) 3+1(B+1) 15+0(15+0) 9+0(6+3)

[a] Maximum number of theoretically possible side-chain orientations (e.g.
9 for Ser and 81 for -Ser-Ser-). [b] Number of input structures used for
RHF/3-21G optimization and number of minima found at this level of
theory. [c] For type II S-turns occasionally y;ap, (or y10;, ¥ 0p, and &.0;)
structures (minor forms) were also considered as well as the & ap major
type of backbone conformation: “major” + “minor” forms are reported. In
parenthesis the total number of optimized major + minor form were
tabulated [Examples for a few minor forms: y 0, AG; (¢, =—76.1°,
Y1 =91.1° ¢;,,=1192° and y,,,=-24°), y6p GS; (¢, =-82.1°,
Y1 =70.9° ¢;,,=—-163.9° and 9, ,=—63.1°), 0, SG; (¢;;;=—72.8°,
Pi1=109.9°, ¢,,,=115.8" and v, = —12°)].

triamides (e.g. HCO-Ser-Ser-NH,), which are not present in
simple diamides, provided that there is a special interaction
(e.g. hydrogen bond) between the two hydroxymethyl side-
chain groups.

Chem. Eur. J. 2003, 9, 2551 -2566 www.chemeurj.org

© 2003 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

For type I S-turn backbone conformations, all possible side-
chain rotamers were subjected to minimization, except those
of -Val-Ser- and -Ser-Ser-. Table 4 reports conformational and
energetic properties computed for 132 type I(IIT) and for 100
type II -turn input structures. (Table 4) contains all data of 16
peptide libraries (close to 200 stable and fully optimized
molecular structures). Relative populations for computed ab
initio relative energies are determined according to
exp(— AE/RT)/Zexp(— AE/RT), where RT=NkT=
0.595371 kcalmol~! (T=300K, k=138 x 102 JK!) and
Avogadro’s number (N) is 6.02 x 10? mol .

Databases: Following the guidance of Hobohm et al., our
protein database contains a total of 650 proteins of homology
level equal to or lower than 25% .44 These proteins were
analyzed for sequence unit -Xxx-Yyy- (where Xxx and Yyy =
Gly (G), Ala (A), Ser (S), or Val (V)). All entries correspond
to high-resolution X-ray structures, no structures determined
by NMR spectroscopy were incorporated. Data were taken
from the 1998 issue of the Protein DataBase. Both ab initio
computed and experimentally determined probabilities of
type I(IIT) and type II S-turns are reported in Tables 5 and 6.
Cross-correlation (R?) values between ab initio computed and
experimentally determined probabilities of the ratio of type -
I(IIT) and type II 5-turns (at a given « structural tolerance) are
reported in Table 7.

Results and Discussion

Structure, computed geometries, and experimental fold:
Optimized structures of type I S-turns correspond to the a; 0,
backbone conformation of (Table 4). For higher-quality
energy values, RHF/3-21G minimizations were followed by
B3LYP/6-311++G** single-point computations. Optimiza-
tion of type II S-turn conformers was achieved, resulting in
primarily the & ap backbone fold (Table 4). Depending on the
amino acid composition (G, A, V, or S) and the side-chain
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Table 4. Relative energies [kcalmol~'] and probabilities®) determined at two levels of theory for all S-turn conformers (level A: RHF/3-21G, level B:
B3LYP/6-311++G**//RHF/3-21G).

Model + conformation Level A Level B Model + conformation Level A Level B
Pept. BB. SC. [ AEL] pla AE P Pept. BB. SC. AE P AE P
GG aLdL 0.0l 0.521 0.4 0.344 VVaLdL_60-60 1.1 0.076 33 0.003
GG gLdL 0.1 0.479 0.019 0.656 VVaLdL_60-180 24 0.008 4.0 0.001
AA alLdL 0.0le! 0.900 0.0 0.984 VVaLdL_60-300 0.4 0.245 1.3 0.101
AA eLaD 1.3 0.100 24 0.016 VVaLdL_180-60 22 0.011 3.9 0.001
SS aL.dL_aa ag~ 13.1 0 83 0 VVaLdL_180-180 2.6 0.005 44 0.001
SSaLdL _aagfg* 11.0 0 7.5 0 VVaLdL_180-300 1.0 0.082 2.0 0.027
SSaLdL_ag~ga 9.2 0 8.6 0 VVaLdL_300-60 1.0 0.080 2.0 0.028
SSaldL _ag-g g~ 8.0 0 8.5 0 VVaLdL_300-180 1.9 0.020 2.7 0.009
SSalLdL_agtgg* 12.0 0 9.4 0 VVaLdL_300-300 0.0l 0.467 0.01 0.828
SSaLdL_g-aag~ 53 0 1.4 0.021 VVeLaD_60-60 6.1 0 75 0
SSalLdL_g g ag 52 0 1.2 0.028 VV gLaD_60-180 4.0 0.001 6.6 0
SSaldL_gagtg* 43 0.001 1.3 0.022 VV eLaD_60-300 5.4 0 6.1 0
SSaldL_g g g*g* 43 0.001 1.1 0.032 VVeLaD_180-60 5.6 0 6.3 0
SSaldL_gaga 10.5 0 55 0 VV gLaD_180-180 2.8 0.004 49 0
SSaldL g ag g 8.7 0 4.6 0 VVeLaD_180-300 4.9 0 5.0 0
SSaldL_gagg* 11.5 0 4.7 0 VV eLaD_300-60 6.0 0 7.1 0
SSaldL g g ga 10.4 0 53 0 VV gLaD_300-180 4.1 0 6.1 0
SSaldL g g g g* 114 0 45 0 VV eLaD_300-300 52 0 5.7 0
SSaldL_ g g g g~ 8.9 0 45 0 GA aLdL 0.0tm] 0.978 0.0t 0.962
SSaLdL_g*aag 4.6 0 0.5 0.092 GA eLaD 23 0.022 1.9 0.038
SSaldL_gfg*ag~ 4.8 0 0.0 0.202 AG aLdL 1.2 0.123 0.9 0.192
SSalLdL_g*agtg* 42 0.001 0.4 0.104 AG gLdL 0.0l 0.877 0.0 0.808
SSalLdL_g*gtgtg* 43 0.001 0.0 0.207 GS aLaD_ag~ 1.4 0.087 0.2 0.392
SSalLdL_g*agg* 8.1 0 44 0 GSaLdL_g*g* 0.0l 0.895 0.0 0.546
SSaldL _gfag g~ 9.5 0 4.3 0 GSalaD_ga 7.3 0 35 0.002
SSalLdL_g*g*g-a 32 0.004 2.7 0.002 GSalLaD_gg* 7.3 0 34 0.002
SSaldL_g*g*g g~ 2.3 0.020 2.5 0.003 GS alLaD_g g~ 52 0 33 0.002
SSalLdL_g*gtgg* 10.8 0 31 0.001 GS eLaD_ag~ 23 0.018 1.4 0.051
SSeLaD_ag g*g* 52 0 5.7 0 GSelLaD_ga 7.8 0 4.0 0.001
SSeLaD_ag g a 72 0 5.0 0 GSelLaD_g g~ 8.8 0 4.7 0
SSelLaD_ag*gg* 11.7 0 7.5 0 GSgLdD_g*a 7.0 0 4.6 0
SSelLaD_ag g g~ 7.6 0 55 0 GSgLdL_g g~ 52 0 2.9 0.004
SSelLaD_g-aag~ 57 0 3.6 0.001 SG aLdL_aa 15.3 0 11.4 0
SSeLaD_g g ag~ 6.1 0 4.0 0 SG aLdL_ag~ 74 0 4.0 0.001
SSelLaD_gag'g* 9.9 0 6.9 0 SGaLdL_ga 74 0 43 0.001
SSelLaD_g g g'g* 10.4 0 75 0 SGaLdL_g g~ 72 0 4.0 0.001
SSeLaD_gaga 11.6 0 5.5 0 SGalLdL_gg* 13.3 0 73 0
SSelLaD_gag g~ 123 0 6.2 0 SGaLdL_g*a 6.4 0 34 0.003
SSelLaD_g g g a 11.8 0 5.9 0 SGaLdL_g*g* 6.5 0 2.9 0.008
SSelLaD_g g g g~ 12.7 0 6.9 0 SG gLdL_ag - 6.1 0 33 0.004
SSeLaD_gtaag~ 9.9 0 5.6 0 SGeLdL_ag* 114 0 6.1 0
SSelaD_gfgtgtg™ 5.0 0 42 0 SGgLdL_ga 7.0 0 44 0.001
SSelLaD_gtaga 15.2 0 8.0 0 SGgLdL_g g~ 72 0 4.7 0

SS glaD_aa ag~ 6.6 0 3.7 0 SGgldL_gg* 11.2 0 5.8 0

SS glaD_ag~ag~ 6.0 0 2.8 0.002 SGgLdL_g*g* 0.00! 1.000 0.0 0.981
SSglaD _gagg* 11.4 0 6.8 0 GVaLdL_60 1.6 0.060 2.6 0.013
SSelLaD_g g g g* 11.8 0 72 0 GVaLdL_180 0.0M 0.819 0.0 0.948
SSglaD_gfg*ag~ 0.01 0.951 0.011 0.196 GVaLdL_300 1.1 0.120 1.9 0.039
SSglaD_gtag'g™ 35 0.003 2.9 0.001 GVeLaD_60 4.0 0.001 49 0
SSglaD_gfgtga 5.6 0 2.7 0.002 GVeLaD_180 53 0 4.7 0
SSglaD_gfgtg g~ 6.6 0 3.6 0 GVeLaD_300 6.0 0 6.2 0
SSgLdL_g*gtgg* 24 0.018 0.6 0.081

VG aLdL_60 1.2 0.080 1.8 0.025 SVaLdL_g*a_60 1.6 0.031 2.4 0.013
VG aLdL_180 2.3 0.012 2.5 0.008 SVaLdL_gfg*_60 1.7 0.029 1.8 0.036
VG aLdL_300 1.1 0.087 0.7 0.152 SVaLdL_g*g~_60 8.8 0 7.6 0
VG eLdL_60 1.0 0.108 0.9 0.123 SVaLdL_g*a_180 1.2 0.065 4.1 0.001
VG gLdL_180 0.0 0.588 0.0l 0.521 SVaLdL_g‘g*_180 1.9 0.019 2.8 0.007
VG eLdL_300 0.9 0.125 0.7 0.172 SVaLdL_g *a_300 0.0lel 0.491 1.9 0.033
AS aLdL_ag - 1.3 0.090 0.1 0.450 SVaLdL_g*g*_300 0.4 0.234 0.0fah 0.751
ASalLdL_gtg* 0.0 0.836 0.0 0.504 SValLdL_g*g~_300 5.9 0 6.1 0
ASaldL_g-a 72 0 3.6 0.001 SVeLaD_aa_60 9.9 0 10.0 0
ASaLdL_gg* 7.3 0 34 0.002 SVeLaD_aa_180 5.7 0 8.6 0
ASaldL_gg- 49 0 3.1 0.003 SVeLaD_aa_300 8.1 0 9.6 0

AS eLaD_ag~ 1.4 0.074 1.5 0.038 SVeLaD_g-a_60 7.0 0 8.8 0
ASeLaD_g'g" 6.2 0 5.1 0 SVeLaD_g-g~_60 7.4 0 9.2 0
ASelLaD_g-a 7.2 0 3.6 0.001 SVeLaD_g~a_300 6.2 0 7.0 0
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ASelaD_gg* 7.0 0 4.6 0 SVelLaD_g-g~_300 6.6 0 7.5 0
ASelaD_g g~ 8.1 0 43 0 SVglaD_g g _180 4.8 0 7.3 0

SA aLdL_aa 8.8 0 8.8 0 SV glaD_g a_180 4.5 0 7.0 0

SA aLdL_ag~ 0.9 0.082 1.0 0.101 VS al.dL_60_ag~ 1.1 0.059 1.3 0.041
SAaldL_ga 1.0 0.072 1.6 0.038 VSaLdL_60_g*g* 0.04 0.382 1.0 0.062
SAaldL_g g~ 0.8 0.100 1.3 0.063 VS aLdL_60_ga 43 0 49 0

SA aLdL gg* 6.8 0 4.4 0 VS aLdL_60_gg* 7.1 0 45 0
SA alLdL_g*a 0.0zl 0.388 0.6 0.219 VSaLdL_60_g g~ 1.9 0.015 5.1 0
SAalLdL_g*g* 0.1 0.345 0.00! 0.579 VS aLdL_180_ag~ 22 0.009 1.9 0.014
SA glaD_ag - 2.8 0.004 43 0 VS aLdL_180_g*g* 0.7 0.116 1.4 0.033
SAglaD_g-a 2.5 0.006 4.7 0 VSaLdL_180_ga 6.3 0 6.0 0
SA glaD_g g~ 2.8 0.003 51 0 VSaLdL_180_g g* 8.1 0 52 0
AV aL.dL_60 1.2 0.116 1.8 0.038 VS aLdL_180_g g~ 4.3 0 6.3 0
AV alLdL_180 1.6 0.056 1.1 0.134 VS aLdL_300_ag - 1.1 0.056 0.2 0.244
AV alL.dL_300 0.0zl 0.821 0.0l 0.827 VSaLdL_300g*g* 0.2 0.293 0.0l 0.351
AV eLaD_60 55 0 6.2 0 VS LdL_300_ga 4.5 0 0.3 0.220
AV glaD_180 2.8 0.007 4.4 0.001 VS aLdL_300_g g* 72 0 35 0.001
AV eLaD_300 48 0 4.6 0 VS aLdL_300_g g~ 2.0 0.012 39 0.001
VA aLdL_60 0.1 0.415 1.2 0.115 VS eLaD_60_ag - 2.1 0.011 2.6 0.005
VA aLdL_180 1.2 0.060 1.9 0.036 VSeLaD_60_g*g* 3.8 0.001 6.9 0
VA aLdL_300 0.0lzel 0.462 0.0f1 0.821 VS eLaD_60_g a 5.0 0 5.5 0
VA eLaD_60 2.4 0.008 3.1 0.004 VSeLaD_60_g g+ 8.0 0 59 0
VA eLaD_180 1.5 0.035 2.4 0.014 VSeLaD_60_g g~ 5.8 0 6.2 0
VA eLaD_300 23 0.010 2.8 0.007 VS eLaD_180_ag~ 1.5 0.030 1.7 0.019
VA gLaD_180 23 0.010 3.6 0.002 VSeLaD_180_g*g* 3.1 0.002 5.3 0
SVaLdL_aa_60 10.3 0 10.9 0 VSeLaD_180_ga 4.5 0 43 0
SVaLdL_aa_180 10.0 0 12.0 0 VSelLaD_180_g g+ 6.9 0 4.8 0
SVaLdL_aa_300 8.1 0 10.1 0 VSelLaD_180_g g~ 5.4 0 5.0 0
SVaLdL_g-a_60 2.5 0.007 3.8 0.001 VS eLaD_300_ag - 2.0 0.012 23 0.008
SVaLdL_g-g~_60 2.4 0.009 3.5 0.002 VS eLaD_300_g*g* 6.6 0 6.2 0
SVaLdL_g-a_180 3.0 0.003 43 0.001 VS eLaD_300_ga 7.5 0 4.9 0
SVaLdL_g g _180 2.9 0.004 1.4 0.074 VS elLaD_300_g g+ 79 0 52 0
SVaLdL_g~a_300 1.4 0.046 1.9 0.032 VS eLaD_300_g g~ 8.4 0 5.5 0
SVaLdL_g-g~ 300 1.2 0.062 1.6 0.050

[a] Computed probabilities are for 300 K. [b] Side-chain rotamers of serine (S) are denoted by the variation of g, a, and g *, while those of valine (V) with the
use of 60, 180, and 300 (Those of alanine (always g *) are not indicated). [c] Relative energies (AE) are in kcalmol ! relative to the global minima of the given
conformational library. [d] All significant probabilities of a conformational library are highlighted (bold). [e] E\o = —579.3093711. [f] E =
—586.10480350. [g] Epa = — 656.9586966. [h] E\y = — 664.75725820. [i] E\ o = — 805.8411212. [j] E o = — 815.23882492. [k] E i = — 812.2403976. [1]E
= —822.05155100. [m] E\q = — 618.1341436. [n] E\q = — 625.43014580. [0] E o = — 618.1357909. [p] E\a = — 625.43265730. [q] E\a = —692.5752713. [r] E
total = — 700.67186780. [s] E = — 692.5804016. [t] E oy = —700.67614748. [u] E = — 695.7754949. [X] E\pa = —704.07756300. [y] Eo = — 695.7762045.

[2] i = — 704.07945950. [V] Eg = — 731.3997838.

[W] Eju = —739.99859370.

[aa] E o = — 731.3949746. [ab] g = — 739.99782330.

[ac] Eyqu = — 734.6000847. [ad] E,o = — 743.40434580. [ae] = — 734.5991759. [af] E\o = — 743.40415690. [ag] Eym=—809.0370312. [ah] E =

— 818.64524330. [ai] Eyom = — 809.0399540. [aj] E o = — 818.64600680.

orientation, in some cases the type Il S-turn backbone
conformation is shifted from the typical ¢ ap into another
variant. Most typical conformational shifts are the &g = y; and
the ap = d,, which result in alternative structures that are still
part of the type II S-turn family. Thus, type II S-turns have an
e ap prototype called the “major” form, which occasionally
shifts into one of its “minor” forms, such as ¢ d;, v ap, and
y10L. Regardless of these minor shifts, all of these structures
remain a type II S-turn fold.

In the analysis of secondary structure preferences of
proteins, crystallographic data are frequently regarded as
the ultimate source of information. The question of how well
computed geometrical properties correlate with structural
information derived from X-ray data of peptides and proteins
is of interest. To find the answer, X-ray results were compared
with computed ab initio data both in terms of structure and
stability. During such comparisons two questions associated
with the analysis of X-ray data of proteins were handled with
special care:
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1) how to distinguish overlapping structural units (e.g. type I
pB-turns have a backbone fold similar to that of an a-helix),
and

2) what deviation of a particular structure from the “ideal”
secondary structure is to be regarded as acceptable ?

The total number of S-turns assigned in the experimental
database varies from a few up to hundreds of structures
(Table 5), depending on the amino acid composition. The
assignment of both type I(III) and type II S-turn conforma-
tions were based on the degree of similarity between the
experimental torsional values and the “ideal” backbone
parameters. The ideal typel f-turn has ¢, ,=—60°+x,
Vi =—30°4xk, ¢, =—90°+x, ¥;,,=0°+xK torsional values,
while the corresponding data for type IT S-turns is ¢;,, =
—60°+1, ;1 =120°4x, ¢p;1n =80°+kK, ¥;,, =0°+x, as defined
by Vancatachalam.!'] These four values (¢;.;, ¥;.1, ¢iin, and
1;,,) define the center of a 4D-sphere of radius x (x=30° or
45°). All dipeptides retrieved from protein X-ray structures
with backbone parameters equal to ¢,,, Y1, ¢in, and ¥;.,
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Table 5. Number of type I(III) and type II -turns as observed in X-ray determined proteins for all 16 peptide conformation libraries.

Helices are excluded from the database (without)

Helices are included in the database (with)

(1 =30°1) (x =45°1) (1 =30°LT) (i =45°1T)
type I(IIT) type I1 type I(III) type 11 type I(IIT) type 11 type I(III) type I1

GG 11 20 17 28 25 20 79 28
AA 59 1 84 3 212 1 752

SS 62 1 91 1 140 1 306 1
\A% 7 0 14 0 26 0 154 0
GA 17 3 26 3 46 3 203 3
AG 40 108 56 120 94 118 228 132
GS 28 1 41 2 54 1 108 2
SG 27 64 34 78 44 67 98 82
GV 5 0 7 0 21 0 97 0
VG 19 45 25 58 28 49 111 64
AS 65 1 89 2 151 1 317 2
SA 31 1 48 2 81 1 271 3
AV 16 0 26 0 61 0 313 0
VA 19 3 36 2 48 2 329 2
NY% 10 0 13 0 47 0 139 0
\S 29 1 38 2 57 2 169 4
total 445 249 645 301 1135 266 3680 327

[a] Number of turns observed in our protein database. Both type I(III) and type II S-turns were extracted from the experimental database using the following
torsional criteria: typel (¢, = —60°+k, ¥, = —30°+K, ¢in=—90°+x, Yi,+x) and type Il (¢ = —60°+x, ¥ =120°+«k, ¢y =80"+x,
Y2 =0° + k). The four torsional variables (¢,,,, Y1, 2, and ¥,,,) define the center of a hypersphere used for structure assignment, x controls its radius
(x=30° or 45°). Both a- and 3,,-helices can be excluded (case of “without”) or can be included (case of “with”) in the experimental database analyzed.

fall in the center of the above-defined 4D-hypersphere, while
those deviating “slightly” from these values are located near
the center. Such hyperspheres (4D in this case) were used to
assign backbone structures similar or identical to type I(III)
or type II B-turns in proteins. The backbone parameters of a
type I(IIT) S-turn are close to those of a- and 3,¢-helices (¢,
hetix (1) =—54+£10" and Yo pes (1) =—45+£10° while sy
())=—-60+10° and Y30 ({) = —30+10°). Therefore the
result of the secondary structure assignment of hairpin
structure depends on whether helical segments are excluded
(case of “without”) or included (case of “with”) in the
experimental database. As an example, the case of the -Ala-
Ala- dipeptide is reported in Table 8. Using the strongest
criterion (kx =30° with all helical structures excluded) a total
of 60 turns were assigned, among these 59 had a type I(III)
fold. For these 59 structures the average ¢, i, ¥;.1, ¢i.», and
¥, values and their standard deviations were determined.
All four averages are very similar to the ideal values of
Vancatachalam.['") When helical structures are not excluded
from the analysis, the total number of type I S-turns increases
from 59 to 212 cases for x =30° and from 84 to 752 cases for
Kk =45° (Table 8). This significant increase is due to the well
known fact that alanine frequently adopts a helix-like
conformation and that in terms of torsional angles, helices
can be regarded as “adjacent” type I(IIT) S-turns. Even, when
the loosest criterion is considered (i =45° and both a- and 3,
helices are included) the average values remain close to the
ideal ones and the standard deviation increases only for
type II 5-turns. The analysis of -Gly-Gly- peptides resulted in
a picture similar to that for -Ala-Ala-, with two differences:
1) the ratio of type I(III) to type I S-turns is much more
balanced, and
2) the inclusion of helical structures from the database only
moderately increases the total number of turn structures
(31 =45 and 45=-107).
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The first difference is due to the fact that glycine is the most
favored amino acid residue at position (i +2) of a type II f-
turn. Thus in the conformational libraries of -Xxx-Gly-
peptides, the preference for type II S-turn folds is higher.
The second difference between the -Gly-Gly- and -Ala-Ala-
sequences is caused by glycine’s lack of a special preference
for helical conformation. In the case of -Gly-Gly- and -Ala-
Ala- peptides, similar analyses were performed for all 16
conformational libraries. When helices are excluded from the
database (Table 8 A and B) the increase of x from 30° to 45°
does not significantly change the ratio of type I(III) over
type II S-turns (B [% 213" =98 and S, [% ]235" =97 as well
as B; [% ]S85y =35 and B; [%]S25Y = 38). On the other hand,
the inclusion or exclusion of helical structures from the X-ray
database for -Gly-Gly- sequences (Table 8 and Figures 2),
using either =30 or 45°, does modify the same ratio (from 3,
[% 1955 =35 to B, [%]955" = 56).

The average backbone conformational values (¢;,q, i1,
0.2, and ¥;,,) (Table 8), calculated from the X-ray database
both for -Ala-Ala- and -Gly-Gly-, are typical S-turn param-
eters, and are close to the ideal values predicted by
Vancatachalam.['”) When comparing the average backbone
values of 105 fully optimized ab initio type I(III) S-turns with
the “ideal” parameters, a smaller deviation (~10°) is observed
for the first and a more significant (~25°) for the second
amino acid residue. These deviations may partially result from
the small basis set applied. A similar difference was previously
noticed when only For-Ala-Ala-NH, conformers were ana-
lyzed. In most optimized type II S-turn conformers both the
values of ¢,,, (=14°) and y;,, (~25°) deviate from their ideal
values. The higher standard deviation computed for the latter
type of conformation results from consideration of both major
(eLap) and minor (y ap) forms of type II S-turns. In general,
because of the averaging process, the high deviation of vy;,,
from its “ideal” value (p["=0°) in S-turns is known!*!

www.chemeurj.org Chem. Eur. J. 2003, 9, 2551 2566



Stability of S-Turns 2551-2566

Table 6. Probabilities at 300 K of type I(III) and type II S-turns as determined by ab initio computations and by statistical analysis of X-ray determined
proteins for all 16 peptide libraries.

Theoretical Experimental
helices are excluded from the datbase helices are included in the datbase
peptide type of pi[%] pi[%] pi[%] pi[%] pi[%] pi[%]
B-turn (RHF)k! (DFT)! (1x=30°, withoutll) (1x=45°, withll) (1c=30°, without!l) (1x=45°, withll)
GG type I(III) 52 34 35 38 56 74
type 11 48 66 65 62 44 26
AA type I(III) 90 98 98 97 100 99
type 11 10 2 2 3 0 1
SS type I(III) 98 100 98 99 99 100
type II 2 0 2 1 1 0
\'A% type I(III) 99 100 100 100 100 100
type 11 1 0 0 0 0 0
GA type I(III) 98 96 85 90 94 99
type I 2 4 15 10 6 1
AG type I(III) 12 19 27 32 44 63
type II 88 81 73 68 56 37
GS type I(III) 98 94 97 95 98 98
type II 2 6 3 5 2 2
SG type I(II) 0 1 30 30 40 54
type II 100 99 70 70 60 46
GV type I(III) 100 100 100 100 100 100
type 11 0 0 0 0 0 0
VG type I(III) 18 18 30 30 36 63
type II 82 82 70 70 64 37
AS type I(II) 93 96 98 98 99 99
type 11 7 4 2 2 1 1
SA type I(III) 99 100 97 96 99 99
type 11 1 0 3 2 1 1
AV type I(I1I) 99 100 100 100 100 100
type 11 1 0 0 0 0 0
VA type I(II) 94 97 86 95 96 99
type 11 6 3 14 5 4 1
Y% type I(I1I) 100 100 100 100 100 100
type 11 0 0 0 0 0 0
VS type I(I1I) 94 97 97 95 97 98
type 11 6 3 3 5 3 2

[a] Relative population in percentage as computed at RHF/3-21G level of theory. [b] Relative population in percentage as computed at B3LYP/6-
311++G**//RHF/3-21G level of theory. [c] Relative population in percentage as observed in proteins. Turns were extracted from the protein database using
torsional criteria both for type I(III) and for type I fS-turns: typel (¢ =—60°+«k, i1 =—30"4+k, ¢, =—90°+k, ¥;,,=0°+k) and type II
(pis1 =—60° 41,11 =120° + K, ;. , =80° + K, ;,, = 0° + k). The four torsional variables (¢;.1, i1, ¢ii2, and y;,,) define the center of a hypersphere used
for structure assignment, x controls its radius (x = 30° or 45°). Both a- and 3,,-helices can be excluded (case of “without”) or can be included (case of “with”)
in the experimental database analyzed.

Table 7. Cross-correlation (R?) values between ab initio computed and by statistically determined type I(III) and type II S-turn probabilities for all 16
peptide libraries.

Theoretical Experimental
helices are excluded from the data base helices are included in the data base
pi[%] pi[%] pi[%] pi[%] pi[%] pi[%]
(RHF)kI (DFT)I (x =30° without!l) (k = 45° withl) (x =30° withoutl) (k = 45° withll)
pi [%] (RHF)k 1.000 0.985 0.941 0.943 0.900 0.751
pi [%] (DFT)P 1.000 0.963 0.965 0.908 0.750
pi [%] (x =30° without!l) 1.000 0.993 0.963 0.839
pi [%] (x =45° withll) 1.000 0.976 0.865
pi [%] (x =30° withoutll) 1.000 0.945
pi [%] (x =45° withl) 1.000

[a] Relative population in percentage as computed at RHF/3-21G level of theory. [b] Relative population in percentage as computed at B3LYP/6-
311++G**//RHF/3-21G level of theory. [c] Relative population in percentage as observed in proteins. Turns were extracted from the protein database
using torsional criteria both for type I(IIT) and for type II B-turns: type I (¢, ;= —60° + &, P,y = —30° + K, Py = —90° + K, P;,, =0°+x) and type I
(i1 = —60° + K, Y. =120° + K, P, =80° + K, Y., =0° + k). The four torsional variables (¢, ¥,.1, §; + 2, and y,,,) define the center of a hypersphere
used for structure assignment, k controls its radius (k =30° or 45°). Both a- and 3;,-helices can be excluded (case of “without™) or can be included (case of
“with”) in the experimental database analyzed.
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Table 8. Number and conformational parameters of type I(III) and type II S-turns composed form -Ala-Ala- and from -Gly-Gly- amino acid residues as
found in our experimental data base of proteins.

#lal [% ]! ¢i(0411) Yir1(Oypis1) $i42(04i12) Yir2(Oyis2)
-Ala-Ala-
Kk =30° (without)4! all 60
type I(I11) 59 98 ~60 (9) ~ 31 (10) ~76 (13) 14 (11)
type 11 1 2 —47 (0) 125 (0) 87 (0) ~8(0)
Kk =45° (without)!! all 87
type I(I1T) 84 97 —62 (12) ~32(13) —74 (15) ~19 (13)
type 11 3 3 ~62 (28) 141 (12) 72 (17) ~4(29)
k=30 (with)l4 all 213
type I(I1T) 212 100 —63(8) ~31 (10 77 (12) ~14 (13)
type I1 1 0 —47 (0) 125 (0) 87 (0) ~8(0)
Kk =45° (with)l4 all 756
type I(I1T) 752 99 ~63(8) ~38(10) ~69 (11) ~31(15)
type I1 4 1 ~69(27) 147 (14) 67 (17) 327
-Gly-Gly-
Kk =30° (without)!! all 31
type I(IIT) 11 35 ~59 (12) ~31(15) 80 (16) ~7(14)
type 11 20 65 —56 (10) 133 (8) 83 (11) 0(14)
o= 45° (without)!4 all 45
type I(11I) 17 38 ~65 (15) ~31(18) ~79 (17) ~12(16)
type 11 28 62 ~60 (13) 138 (12) 84 (12) 2(17)
k=307 (with)l all 45
type I(11I) 25 56 ~60 (9) —27 (13) 85 (16) —6(16)
type 11 20 44 —56 (10) 133 (8) 83 (11) 0(14)
o= 45° (with)l4 all 107
type I(I1T) 79 74 —62 (10) —34(14) —73 (16) ~25(19)
type 11 28 26 ~60 (13) 138 (12) 84 (12) 2(17)

[a] Total number of S-turns assigned for the selected dipeptides (e.g. -Ala-Ala- ). [b] Percentage of type I(III) and type II S-turns. [c] Average torsional
variables and standard deviations in parenthesis. [d] Turns were extracted from the experimental database using torsional criteria: type I (¢;,; = — 60° +x,
Y= —30°%xK, ¢ =—90°%kK, P, =0°%x«) and type Il (¢, = —60° £x, ;. =120°+«, ¢, =80° £ «, ., =0°+ k). The four torsional variables
(¢is1> Vi1 Girar and ¥;,,) define the center of the hypersphere used for structure assignment, with x radius (x =30° or 45°). Both - and 3;,-helices can be
excluded (case with “without™) or included (case of “with”) in the database.

therefore a larger tolerance (y/},, =0+ 50°) is allowed during
data analysis.

Theoretical energy versus experimental population, confor-
mational preference within a structural library: In the
following, the question of how well the computed energies
correlate with the probabilities of occurrence of these con-
formers, derived from an X-ray structure database, is consid-
ered. A significant correlation between natural abundance
and ab initio computed relative stability implies that the X-ray
results, commonly regarded as primary standards, do certify
quantum mechanical data. Correlation coefficients (R?) of
such comparison are reported in Table 7. Except for the
loosely defined “x =45° with” case, all R? values are higher
than 0.9, indicating that it is reasonable to compare computed
and experimental probabilities. For example, when relative
stabilities determined at the RHF/3-21G level are correlated
with experimental data (“x =30° and without” case) the R?
value is as high as 0.941. When the same type of experimental
probabilities are aligned with the stability data obtained by
DFT computations (B3LYP/6-311++G**//RHF/3-21G)) the
R? value is even higher: 0.963 (Table 7 and Figure 3). Finally,
when a single library out of the 16, that of the -Ser-Gly-
peptide, is removed, the remaining 15 libraries show a cross-
correlation as high as R?=0.986. In general, the ratio of type I
to type 11 S-turns was determined both from experimental and
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from quantum mechanical computed data and significant
correlation was observed.

For most amino acid residues (other than Gly and Ala),
there are a variety of side-chain conformations, which multi-
plies the number of conformers to be considered. For
example, in the case of the -Ser-Ser- peptide, 24 side-chain
variants were computed for type I(IIT) and for type II 3-turns.
All of these minima have different relative energies (AE)
(Table 4) and have a significantly different stability. One can
compare probabilities of computed S-turn structures with
their experimental counterparts in two ways:

1) either each side-chain rotamer is handled individually, or

2) side-chain rotamers belonging to the same type of back-
bone conformation are handled commonly. In the latter
case, the computed and experimental probabilities of the
individual side-chain conformers are summed up and
normalized (see Equation (1)].

Often, due to specific side chain backbone interaction, even
the fold of the S-turn is modified to some extent. For example,
in the case of -Ser-Gly- peptides, the structural shift of the
major & ap to the minor (typically y; ;) form of the type II -
turn is observed. Nevertheless, all of these minor forms still
remain type II -turn conformations and were included when
individual probabilities were accumulated into a single value.
The following normalized measure was introduced for both
types of B-turns depicted in Equations (1) and (2) for the -Ser-
Ser- peptide:

www.chemeurj.org Chem. Eur. J. 2003, 9, 2551 2566
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A 100%
*
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K =45° Gthpe |

v=0.94c+0.01

40 R? =0.9643
20 4
0
0 20 40 60 80 100%
K =30°
K =30°
B 100% -
80
60 Gthpe 1
,.Wwith* \
401
vy=0.91x +0.01
R?=0.8458
20
<
*
0
0 20 40 60 80 100%

»no”

Figure 2. Percentage of type I(III) and type II S-turns as a function of k
and when a- and 3j-helices are excluded (“without”, part A) or when
included (“with”, part B) in the experimental database. Turns were
extracted from our experimental database using the following torsional
criteria:  type I (¢ 1= —60°+x, yiu1=-30"4+k, ¢ ,=—90°+k,
Y, =0"+xk) and type II (¢, = —60° +1x, ;. =120° + K, ¢;,=80°+x,
;=07 + k). The four torsional variables (¢;, 1, ¥;,1, ¢is2, and ¥;,,) define
the center of the hypersphere of radius equal to k. As an example, the
percentages of type I(III) and type II conformers associated with -Gly-Gly-
and -Ala-Ala- peptides are shown (see Table 9 for more details).

24
Z p[Sﬂr-Ser (type I)i]
plserse (type )] =—; — s - 1)
> plPr (type )] + Y p (type 1))
=1 1

J

25

p [Scr-Scr (type I)] ]
1

p[sse(type IN)] =—; = 2

25
> plPr (type )] + Y plFT (type IT))]
=1 =1

These cumulative values are markers of the backbone fold
(Tables 5 and 6) and vary as a function of the amino acid
composition of the peptide moiety. In such a way, theoretical
probabilities can easily be compared with the experimental
data. Considering these fractions of the -Ser-Ser- model, the
computed probabilities at the RHF/3-21G level of theory
were 0.98 for type I and 0.02 for type II turns. At a higher
level of theory (single-point DFT computations) for the same
type of probability of the same peptide, a slightly different
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number was computed, p[>S(type I)]=1.00 and p[5~
Ser(type 11)] =0. Experimental probabilities always depend
on the actual value of k, which was set to be either 30 or 45° in
this study. The RHF computed p;(type-I)/p;(type-II) =0.98/
0.02 (i stands for -SerSer-) ratio matches perfectly with its
experimental counterpart p;(“x =30° without” case) (Ta-
ble 6). For this peptide the preference for the type of S-turn
is determined by ab initio calculations and by statistical
analysis of experimental data resulting in identical p;(type 1)/
pi(type II) ratios. This comparison was extended for all 16
peptide models resulting in eight R? values of primary
importance (Table 7) numbers with bold). The comprehensive
analysis of R? values shows that the optimum correlation is
obtained between single point DFT calculations and x = 30 or
45° experimental data (Table 7) and Figure 3). In both cases
helical parts were excluded from the experimental database.
The R? value >0.96 indicates that the natural abundance of
the hairpin conformations of all 16 peptides can be computed
with unexpectedly high accuracy.

pi(xk=30°, no)

100 -

80 T

60

SG (type I) SG (type II)

401

y=0.904x +4.79
R>=0.963

0 20 40 60 80 100
pi(DFT)
Figure 3. Correlation of B3LYP/6-311++G**//RHF/3-21G (DFT) com-
puted and statistically determined probabilities of type I(III) and type II -
turns for all 16 peptide libraries. (For data see Table 7). Data associated
with -SerGly- peptides, the least comparable data, are shown explicitly (see
text for more details).

We have shown that the preference for type I(IIT) over
type II S-turns within a conformational library (e.g. -Ser-Ser-
or -Val-Ser-) is predicted well by ab initio computations. The
correlation is especially good when theoretical probabilities
are computed based on single-point DFT calculations. How-
ever, it would be interesting to see to what extent these
conformational preferences can be compared with each other.
Why is it that from the same experimental database a total of
31 -Gly-Gly- and 148 -Ala-Gly- hairpin structures can be
extracted? To understand and explain such experimental
difference by means of ab initio results, one has to work out
how to scale theoretical data into one common frame.

Conformational preference of structural libraries: One of the
problems is that in this case the total energies can not be
compared directly when all 16 peptides are tabulated in the
form of a matrix according to their different amino acid
compositions. All “boxes” can be analyzed with respect to
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Figure 4. Conformational preference of selected HCO-Xxx-Yyy-NH, type models as computed at the RHF/3-
21G level of theory. Typically that conformational preference can only be determined within the conformational

library.

their preference of type I or type II B-turns individually but
not on a common scale. For example, it seems that for GA,
GS, and GV peptides the low-energy conformers are all of
type I rather than of type II S-turns (Table 4 and Figure 4).
Thus, the most stable conformers of AG, SG, and GV peptides
are type II 5-turns.

One of the other problems we have in comparing total
energies is due to the fact that only molecules with identical
numbers of the same atoms, that is the isomers, can be
compared directly. Thus the hetero subunits -Xxx-Yyy- (e.g.

2562

ag” (n.dL)

ag” (y1.oL)

%, ~692.5804

tet (.
SG prefers g8 (non)

by 6.4 kcal mol~!

-Gly-Ala-) and -Yyy-Xxx- (e.g.
-Ala-Gly-) are comparable but
they are neither comparable to
the homo subunits -Xxx-Xxx-
(e.g. -Gly-Gly-) nor to -Yyy-
Yyy- (e.g. -Ala-Ala-). The only
obvious way to do this is to
compare the average of the
total energies computed for
the same type of backbone
conformation [e.g. typel f-
turn, Eq. (3)]. For the above
four compounds the averages
are identical up to six decimal
places. (The difference between
the two averages is 8 x 1077
Hartree at the RHF/3-21G lev-
el of theory.)*!

Such a near equality indicates
that the two -CHj; substituents
in -Ala-Ala- exert more or less
the same amount of stabiliza-
tion on the backbone as the two
separate -CH; groups at the
first a-carbon (-Ala-Gly-) and
at the second a-carbon (-Gly-
Ala-). Thus, the effects of the
two methyl groups are practi-
cally additive and largely inde-
pendent of each other. This is,
however, a special case and

(o) g* y
(b g god)
(ondt)a =——'8
GV prefers

type 1

© 2003 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

when the backbone or the side
_— chain conformation shifts, or
the two substituents interact
—_— with each other, such “near-
' identity” is not expected. In
fact the magnitude of the differ-
ence [Eq. (4)] may be used as a
- diagnostic for the extent of such
“—a (Y101 . .. .
GV prefers side-chain interactions. The rel-
type I evant matrices (Figure 5) give
such AE values in kcalmol™!
units for type I and type II (-
turns.

a(oddL)

g (e1.81)
(oL8L) ™. ——g (€LdL)

ERHF/'3-2](} (XXX-XXX) + ERHF/S—ZIG (YyY'Yyy)
2

EDmgonal =

[ RHF/3-21G (Yyy-Xxx) + [ RHF/3-21G (Xxx-Yyy)
= 2

= EO[f»diagonal (3)

AE: Eoff.diag(ma] - EDiagnnal (4)

When AE is negative it means that the two off-diagonal
isomeric states are stabilized with respect to the two diagonal
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isomeric states. In the case of serine- and valine-containing
peptides, more than one side-chain conformation was deter-
mined, and therefore E was computed as the arithmetical
average of all side-chain rotamers. This is the case for example
for peptides incorporating Gly and Val, since the latter
residue may have three side-chain orientations. For example,
-Gly-Gly- and -Val-Val- combined are less stable than -Gly-
Val- and -Val-Gly- combined for both type I and for type II -
turns (AESY.; =—0.09 kcalmol ! and (AESY. =
—0.21 kcalmol~! at RHF/3-21G). This suggests that there is
repulsion between the two iPr groups in Val-Val owing to
stereochemical congestion, which is relieved when only one
iPr side chain is present in the isomeric diamides: -Gly-Val-
and -Val-Gly-. When AE is positive it means that the two
diagonal isomeric states are stabilized with respect to the two
off-diagonal isomeric states. This is the case for the Gly and
Ser combination for the type I 8-turn AESS,; =1.16 kcal mol
(and 0.18 kcalmol ! at a higher level of theory). The stabiliz-
ing effects of the two hydroxymethyl groups (presumably
through hydrogen bonding) are clearly greater in the -Ser-Ser-
case than the stabilizing effects of two separate -CH,-OH side
chains, one at the first a-carbon (-Ser-Gly-) and one at the
second a-carbon (-Gly-Ser-). Thus, for the same molecules in
their type I B-turns, AE was found to be smaller AESS, ;=
0.94 kcalmol~' (and —0.04 kcalmol~! at a higher level of
theory). This implies that when the turn is of type II the two
-CH,-OH groups may stabilize the backbone separately,
presumably through backbone-side-chain hydrogen bond-
ing, to a greater extent than was possible for the type I -turn.

Gly Ala Ser Val Gly Ala Ser Val
0.00 1.16 | -0.09 -0.13 | 094 | -0.21
0.00 1.11 -0.08 -0.49 1.19 | 0.06
0.18 | 0.23 0.42 —0.04 | 0.50 0.75
-0.12 | -0.22 | 0.23 —0.39 | -0.27 | 0.67
Type 1 Type 11

Figure 5. For both type I(III) and type Il p-turns, AE values were
computed as AE = E;. diagonal — Ed,agm,a, where E is the arithmetical average
of all side-chain rotamers. Values determined at RHF/3-21G are in the
upper half, those determined at B3LYP/6-3114++G**//RHF/3-21G level of
theory (bold) are in the lower half of each matrix. (All values are in
kcalmol~.)

By comparing the computed total energies, we were able to
compare nonsymmetric (off-diagonal) sequences such as
-Gly-Ala- and -Ala-Gly-. With the averaging technique we
were able to relate these off-diagonal elements to their
diagonal counterparts, such as -Gly-Gly- and -Ala-Ala-.
However we cannot compare all 16 structural families of
type I and type II S-turns. To do this we have to construct
some isodesmic reactions in order to use the isodesmic energy
(AEp) as a comparative energy scale. Of course the choice of
reference state predetermines the extent of comparability, but
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also a single reference state requires more component
structures to be optimized.

For example the above averaging technique can be
regarded as a simple isodesmic reaction in which one side
chain is transferred to a glycine residue (see below) and the
isodesmic energy is calculated as AE;, =2AE.

iS'S 1
'SP H
Lt LA
+|| o "H & H oM H
Gly-Gly Ala-Ala
> N H )k > N H
—H N/k[r \\(k - N/k’r FH‘\N/
LT LTl |
Ala-Gly Gly-Ala

However, this choice of -Gly-Gly- and -Xxx-Yyy- as
reference states gives a rather limited scope for comparison.
Thus, it is worthwhile to examine other choices for the
reference state.

The traditional method involves the replacement of the a-
CH, group of glycine with the appropriate a-CHR group. This
is illustrated below for a single amino acid residue, for the case
of a glycine = alanine transformation R = CHj:

/ * HaC—R ¢ T HaC—H + AEp(R
HCON™ “CONH ¢ HCON” “CONH,  ° o®)
& h
yLorBL any
conformation conformation

The formula for the corresponding isodesmic energy is
shown in Equation (5).

AEp(R) = [E(HCONH-CHR-CONH,) + E (H,C—H)]
— [E(HCONH-CH,—CNH,, y, or B,) + E (H;C—R)] ®)
For a diamino acid diamide of course two R groups need to be
introduced, which may or may not be identical, that is R' and
R2
For this latter reaction the isodesmic energy is calculated as
shown in Equation (6).

AE,(RL,R?) =[E(R,R?, any conf.) +2 E(CH,)]
— [E(Gly-Gly, ypyy or fip1) + E(CH;RY) + E(CH;R?)] (6)

This method is in agreement with previous isodesmic calcu-
lations performed on peptides.**l The energy levels for the
above equation using R'=R?=-CHj (i.e., converting -Gly-
Gly- to -Ala-Ala-) are shown in Figure 6.
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Ala-Ala + 2MeH
Figure 6. One type of isodesmic calculation scaling any amino acid residue
containing peptides (here alanine and glycine) on a common scale.

f-Turn type selection: The original observation that certain
amino acid sequences (i.e., primary structures) predetermine
the conformation (i.e., secondary structure and overall
folding) of a peptide or protein segment is a cornerstone
hypothesis in protein chemistry. Based on statistical analysis
of X-ray determined protein structures the Chou and Fas-
man®! prediction algorithm, together with more recent
methods,*! can predict where f-turns are located along the
sequence as well as the probability of adopting either
type I(IIT) or type II forms. One such thesis is that while the
-Gly-Xxx- sequence prefers a type I fS-turn, -Xxx-Gly- se-
quences favor type II. This observation has been confirmed by
comparison of computed total energies. In analyzing the
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lowest energy side chain conformers of -Gly-Xxx- and -Xxx-
Gly- model systems, in which Xxx = Ala, Ser, or Val, we have
found that the experimental rule of S-turn type selection
holds, even for these simple model systems (c.f. Figure 4). This
suggests that if we anticipate some rule to emerge for the
process of S-turn selection, its existence should be based on
molecular stabilities.

It should be emphasized again that while -Gly-Ala- and
-Ala-Gly- have no distinguishable side-chain conformation,
peptides incorporating either Ser or Val have. Consequently,
one needs to pay attention to the side-chain orientation in the
type I and type II B-turns. As mentioned above in -Gly-Val-
and -Val-Gly-, valine may have as many as three, but in -Gly-
Ser- and -Ser-Gly- serine may have up to nine side-chain
conformers for any given backbone conformer. In Figure 7

oadL ardL o b 8L 8L €101

+ - + —

8 a 14 g a g

s.c. conformers of Val in VG at
€18. or y1.81 bb conformations
type 1I B-turn

s.c. conformers of Val in GV at
o8 bb conformation
type I B-turn

Figure 7. The role of side-chain orientation in Val within the GV and VG
triamides in determining type I and type II preference.

below, those side-chain conformers that occur are boxed in
and the global minimum is indicated by a heavy-lined square
for the hetero (i.e., GV and VG) diamino acid diamide isomer.
The analogous information is presented for -Gly-Ser- and
-Ser-Gly- -turns in Figure 8. Only the conformers in a square

g'e |ag | |gg gt |ga| g8

gta aa ggt agt aa ag”

ghgt| agt g8t ghgt| agt g8
%/_—_—/ ;_—\/—/

s.c. conformers of S in SG at
y18L bb conformations
type II B-turn

s.c. conformers of S in GS at
o.8; bb conformation
type I p-turn

Figure 8. The role of side-chain orientation in Ser within the GS and SG
triamides in determining type I and type II preference.

exist and the global minimum is indicated by a heavy-lined
square. The energetics of these conformers are illustrated in
Figure 4. Taking into consideration all 16 pairs of amino acid
residues, it seems that there are only four cases of primary
sequences that have certain side-chain conformations in
which the type II S-turn is favored over the type I S-turn on
energetic grounds, that is in terms of conformational stability.
This is illustrated in Figure 9 for the RHF/3-21G computa-
tions, where the four cases are AG, SG, VG, and SS. For single
point DFT calculations using the larger 6-311++G** basis set
the results are slightly different, as shown in Figure 10. At this
level of theory the typelIl p-turn of GG became
0.38 kcalmol~! more stable than type I. Also for the SS case
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Table 9. Magnitude of stabilization (average value in kcal mol~!) for the 16 different peptides in their type I and type II S-turn conformation as determined at
the B3LYP/6-311++G**/RHF/3-21G level of theory.

ab initio computed values [kcal mol™!] Experimental
AE AE, AEel turn forming turn forming potential as
(average) for (average) for AEpellel potential relative to predicted by
type I bb. foldl! type II bb. fold®! extended Chou & Fasman/?He
conformation!¢!

GG 0.0 0.0 0.0 1.87 0.016150!2!

AA —6.1 —2.8 33 —1.98 0.002660

SS —-4.0 —2.6 1.4 -1.77 0.017380

\'A% 0.0 4.9 4.9 4.15 0.001344

GA —2.6 0.0 2.7 0.75 0.002975

AG -35 —-4.0 -05 -135 0.014440

GS —-28 —0.6 22 0.40 0.010630

SG —-2.1 -25 —-04 —0.01 0.026410

GV 1.4 5.5 4.1 4.49 0.002380

VG -0.5 —-1.5 -0.9 1.01 0.009120

AS -59 -35 2.5 —222 0.009500

SA —-5.6 -1.9 3.7 —1.48 0.004865

AV —-0.8 2.0 2.8 1.35 0.002128

VA -3.0 -02 2.9 0.58 0.001680

NY% 11 3.8 4.9 2.46 0.003892

VS -33 —-11 22 0.09 0.006000

[a] Stabilization gained from “side chain”. The effects of side-chain interactions are averaged for each peptide individually. Isodesmic values are relative to
the type I(IIT) S-turn conformation of -Gly-Gly-. [b] Stabilization gained from “side chain”. The effects of side-chain interactions are averaged for each
peptide individually. Isodesmic values are relative to the type II S-turn conformation of -Gly-Gly-. [c] AE " — AE¥°!. Value smaller than zero indicates
the preference of type II rather than type I -turn structure. [d] Value smaller than zero indicates stabilization of S-turn structure over extended (8.f.)
conformation. [e] Product of bend frequencies computed on the basis of (i + 1) and (i +2) bend frequencies (Table 2 A). Value larger than 0.00866 (bold) is
associated wit -Xxx-Yyy- peptide as a S-turn former.

294d the type I S-turn became 0.56 kcalmol~! more stable than the
NG EE A S v type II B-turn.
— Unlike AG (—0.5 kcalmol™!), SG (—0.4 kcalmol~") and
G GG | GA | GS | GV VG (—0.9 kcalmol!), most of these structures prefer type
! ! ! ! I(IIT) over a type II S-turn fold (Table 9). This agrees well with
A AG | AA | AS | AV experimental observation and predictions: an -Xxx-Gly-
Ll ! ! ! sequence in a S-turn does prefer the type Il over the
S SG | SA | 8§ | SV type I(IIT) conformer. However, the preference of these
“ 1 n [ peptides for folding in a S-turn rather than remaining as an
v VG | VA | VS | VvV extended structure differs. When analyzing the turn-forming
I I I [ potential of these 16 peptides according to theoretical
Figure 9. Type I and type II -turn preference among the chosen 16 types computations (Table 9) the AA, SS, AG, SG, AS, and SA
of triamide model systems as resulted from RHF/3-21G geometry sequences are those stabilized the most and VV, GV, and SV
optimization. the least. Therefore, peptide units composed from any of the

latter three sequences prefer an extended conformation over

a hairpin structure. Among these 16 peptides the five

sequences that are the most likely to fold in a S-turn are

2(:’2“) G A S v AA  (—198 kcalmol™), SS (—1.77 kcalmol™), AG
i) (-=135kcalmol™"), AS (—222kcalmol!), and SA
(—1.48 kcalmol™"). Of these five structures AA, AS, SA,

aa

GG GA GS GV

G I | ; I and SS are strong (or medium) type I(III) and AG is a
medium strong type II S-turn-forming sequences. The fact
A AG I AA L AS AV that SS, AG, SG, and AS are strong S-turn-forming peptides

1l 1 I I .
was recognized some 25 years ago by Chou and Fasman.[*!

SG SA SS NY%

S bl I I 1
v VG | VA | vS | VvV
u ! ! ! Conclusion
Figure 10. Type I and type II S-turn preference among the chosen 16 types o ) )
of triamide model systems as resulted from B3LYP/6-311++G(d,p) single Our present study suggests that ab initio determined energies
point energy computation. may be of great use in explaining -turn selection and folding
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properties of amino acid sequences, even though solvent
effect and long range interactions are ignored. This indicates
that some basic rules of peptide folding can be detected and
computed even in vacuum and even for short peptides. Such
gas-phase computations on small peptides are expected to
correlate better with protein X-ray data for segments located
in the relatively water-free internal part, than those on the
surface of the protein.
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